AUTHENTICATED
U.S. GOVERNMENT
INFORMATION

GPO

§600.10

product from the same bulk lot with-
out any change that will affect the in-
tegrity of the filling assembly.

(z) Process refers to a manufacturing
step that is performed on the product
itself which may affect its safety, pu-
rity or potency, in contrast to such
manufacturing steps which do not af-
fect intrinsically the safety, purity or
potency of the product.

(aa) Selling agent or distributor means
any person engaged in the unrestricted
distribution, other than by sale at re-
tail, of products subject to license.

(bb) Container (referred to also as
“final container’) is the immediate
unit, bottle, vial, ampule, tube, or
other receptacle containing the prod-
uct as distributed for sale, barter, or
exchange.

(cc) Package means the immediate
carton, receptacle, or wrapper, includ-
ing all labeling matter therein and
thereon, and the contents of the one or
more enclosed containers. If no pack-
age, as defined in the preceding sen-
tence, is used, the container shall be
deemed to be the package.

(dd) Label means any written, print-
ed, or graphic matter on the container
or package or any such matter clearly
visible through the immediate carton,
receptacle, or wrapper.

(ee) Radioactive biological product
means a biological product which is la-
beled with a radionuclide or intended
solely to be labeled with a radio-
nuclide.

(ff) Amendment is the submission of
information to a pending license appli-
cation or supplement, to revise or mod-
ify the application as originally sub-
mitted.

(gg) Supplement is a request to ap-
prove a change in an approved license
application.

(hh) Distributed means the biological
product has left the control of the li-
censed manufacturer.

(ii) Control means having responsi-
bility for maintaining the continued
safety, purity, and potency of the prod-
uct and for compliance with applicable
product and establishment standards,
and for compliance with current good
manufacturing practices.

(jj) Assess the effects of the change, as
used in §601.12 of this chapter, means
to evaluate the effects of a manufac-
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turing change on the identity,
strength, quality, purity, and potency
of a product as these factors may re-
late to the safety or effectiveness of
the product.

(kk) Specification, as used in §601.12 of
this chapter, means the quality stand-
ard (i.e., tests, analytical procedures,
and acceptance criteria) provided in an
approved application to confirm the
quality of products, intermediates, raw
materials, reagents, components, in-
process materials, container closure
systems, and other materials used in
the production of a product. For the
purpose of this definition, acceptance
criteria means numerical limits, ranges,
or other criteria for the tests de-
scribed.

(11) Complete response letter means a
written communication to an applicant
from FDA usually describing all of the
deficiencies that the agency has identi-
fied in a biologics license application
or supplement that must be satisfac-
torily addressed before it can be ap-
proved.

(mm) Resubmission means a submis-
sion by the biologics license applicant
or supplement applicant of all mate-
rials needed to fully address all defi-
ciencies identified in the complete re-
sponse letter. A biologics license appli-
cation or supplement for which FDA
issued a complete response letter, but
which was withdrawn before approval
and later submitted again, is not a re-
submission.

[38 FR 32048, Nov. 20, 1973, as amended at 40
FR 31313, July 25, 1975; 55 FR 11014, Mar. 26,
1990; 61 FR 24232, May 14, 1996; 62 FR 39901,
July 24, 1997; 64 FR 56449, Oct. 20, 1999; 656 FR
66634, Nov. 7, 2000; 69 FR 18766, Apr. 8, 2004; 70
FR 14982, Mar. 24, 2005; 73 FR 39610, July 10,
2008; 77 FR 26174, May 3, 2012]

Subpart B—Establishment
Standards

§600.10 Personnel.

(a) [Reserved]

(b) Personnel. Personnel shall have
capabilities commensurate with their
assigned functions, a thorough under-
standing of the manufacturing oper-
ations which they perform, the nec-
essary training and experience relating
to individual products, and adequate
information concerning the application
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of the pertinent provisions of this sub-
chapter to their respective functions.
Personnel shall include such profes-
sionally trained persons as are nec-
essary to insure the competent per-
formance of all manufacturing proc-
esses.

(c) Restrictions on personnel—(1) Spe-
cific duties. Persons whose presence can
affect adversely the safety and purity
of a product shall be excluded from the
room where the manufacture of a prod-
uct is in progress.

(2) Sterile operations. Personnel per-
forming sterile operations shall wear
clean or sterilized protective clothing
and devices to the extent necessary to
protect the product from contamina-
tion.

(3) Pathogenic viruses and spore-form-
ing organisms. Persons working with vi-
ruses pathogenic for man or with
spore-forming microorganisms, and
persons engaged in the care of animals
or animal quarters, shall be excluded
from areas where other products are
manufactured, or such persons shall
change outer clothing, including shoes,
or wear protective covering prior to en-
tering such areas.

(4) Live vaccine work areas. Persons
may not enter a live vaccine processing
area after having worked with other in-
fectious agents in any other laboratory
during the same working day. Only
persons actually concerned with propa-
gation of the culture, production of the
vaccine, and unit maintenance, shall be
allowed in 1live vaccine processing
areas when active work is in progress.
Casual visitors shall be excluded from
such units at all times and all others
having business in such areas shall be
admitted only under supervision.
Street clothing, including shoes, shall
be replaced or covered by suitable lab-
oratory clothing before entering a live
vaccine processing unit. Persons caring
for animals used in the manufacture of
live vaccines shall be excluded from
other animal quarters and from con-
tact with other animals during the
same working day.

[38 FR 32048, Nov. 20, 1973, as amended at 49
FR 23833, June 8, 1984; 55 FR 11014, Mar. 26,
1990; 62 FR 53538, Oct. 15, 1997; 68 FR 75119,
Dec. 30, 2003]

§600.11

§600.11 Physical establishment, equip-
ment, animals, and care.

(a) Work areas. All rooms and work
areas where products are manufactured
or stored shall be kept orderly, clean,
and free of dirt, dust, vermin and ob-
jects not required for manufacturing.
Precautions shall be taken to avoid
clogging and back-siphonage of drain-
age systems. Precautions shall be
taken to exclude extraneous infectious
agents from manufacturing areas.
Work rooms shall be well lighted and
ventilated. The ventilation system
shall be arranged so as to prevent the
dissemination of microorganisms from
one manufacturing area to another and
to avoid other conditions unfavorable
to the safety of the product. Filling
rooms, and other rooms where open,
sterile operations are conducted, shall
be adequate to meet manufacturing
needs and such rooms shall be con-
structed and equipped to permit thor-
ough cleaning and to keep air-borne
contaminants at a minimum. If such
rooms are used for other purposes, they
shall be cleaned and prepared prior to
use for sterile operations. Refrig-
erators, incubators and warm rooms
shall be maintained at temperatures
within applicable ranges and shall be
free of extraneous material which
might affect the safety of the product.

(b) Equipment. Apparatus for steri-
lizing equipment and the method of op-
eration shall be such as to insure the
destruction of contaminating micro-
organisms. The effectiveness of the
sterilization procedure shall be no less
than that achieved by an attained tem-
perature of 121.5 °C maintained for 20
minutes by saturated steam or by an
attained temperature of 170 °C main-
tained for 2 hours with dry heat. Proc-
essing and storage containers, filters,
filling apparatus, and other pieces of
apparatus and accessory equipment, in-
cluding pipes and tubing, shall be de-
signed and constructed to permit thor-
ough cleaning and, where possible, in-
spection for cleanliness. All surfaces
that come in contact with products
shall be clean and free of surface solids,
leachable contaminants, and other ma-
terials that will hasten the deteriora-
tion of the product or otherwise render
it less suitable for the intended use.
For products for which sterility is a
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